THE symptoms and signs of cancer of the body of the uterus seem to us to offer a clear-cut clinical picture, such as comparatively few gynaecological subjects present. The age incidence of the disease, its symptoms, its type and its course, all seem to vary within narrow limits, and in these features it is in sharp contrast with cancer of the cervix.
It is not our intention to review in this paper the disease as a whole, but merely to direct attention to two points: (1) the age incidence, and (2) the relation of the onset of the disease to the menopause. We have been led to do so by the appearance lately of two papers, both of which are based on statistics which to us appear misleading. We refer to the pamphlet issued by the Ministry of Health dealing with the statistics of cancer of the uterus generally, and to a paper recently published in the Proceedings of the Royal Society of Medicine. Our belief and our teaching for many years have been that, with the rarest exceptions, cancer of the body of the uterus does not begin in subjects under 40 years of age or, alternatively, until after the retrogressive changes of the menopause have set in. Both of the papers mentioned above contain conclusions which are at variance with the results which our statistics reveal.
With the object of investigating the truth of our belief, we have collected 177 cases, which are summarized in the following table. All of these cases have been under the care of one or other of us. With the exception of twenty, only those cases in which the uterus has been removed, and has been examined after removal, have been included. In all of these twenty cases the disease was so far advanced that complete removal was out of the question. In six the use of radium was the only treatment; in eleven the abdomen was opened and secondary growth was found to be widespread and in three others the curette was used. In the radium cases and in the cases in which the curette was used, substantial pieces of growth came away. In no case was a diagnosis made only by microscopic examination of small pieces of tissue removed by the curette. The notes of the cases were obtained from the hospital register and from case books, and in the majority these were supplemented by notes which were taken by ourselves. No case has been included in which there has been the slightest element of doubt as to the nature of the disease. As a result of these restrictions, a considerable number of cases have not been included, as the notes, some of which go back as far as 1893, were so incomplete that the nature of the cases was more or less doubtful. The operations performed were vaginal hysterectomy and supra-vaginal hysterectomy in the earlier years, and panhysterectomy and Wertheim's operation in later years.
[Here followed the In the decade from 30-39 inclusive, there is only case (98), and even in this there is some doubt as to the point of origin of the growth. A supra-vaginal hysterectomy was performed for what was taken to be an enlarged, subinvoluted uterus, and it was JAN.-OB5T. 1 only when cutting through the cervix that the growth was discovered. The main mass of growth was found in the uterine body, and in the notes the case is entered as one of carcinoma of the body, but as the growth was found in the cervix when this was cut across, there is the possibility that the growth originated there and not in the uterine body.
The specimen has been destroyed, so it is impossible to re-examine it; hence we are including this case as one of carcinoma of the body at this early age, and before the menopause, though there is considerable doubt as to whether the body was really the point of origin.
In the decade of 40-49 inclusive, there were four cases in which cancer of the body of the uterus was associated with fibroids (2, 38, 69, 168) . In three of these four cases of fibroids the patients were under forty-six years of age.
Relation of the Incidence of Cancer of the Body of the Uterus to the Menopause. Unfortunately definite information is not available in every case, but the date of the menopause was noted in 147 cases. In four of these the menopause had not occurred. In two of the four cases the uterus was much enlarged by fibroids (38 and 168). There were, therefore, only two uncomplicated cases out of 147, or IP3 per cent., in which the disease began before the onset of the menopause -one of these was a spinster aged 45 in whom regular menstruation has gradually merged into continuous hmemorrhage (145), and the other was a married woman of 35 (98) whose case is mentioned in a preceding paragraph as being probably one of primary cancer of the cervix.
The evidence from the thirty cases in which the onset of the menopause was not noted points in the sam-e direction. In twenty-five of these the patients were aged 49 years or over-an age at which it is probable that retrogressive changes have begun.
Of the five remaining patients two had fibroid tumours. The ages of the remaining three were 45, 46 and 49.
Summary. As far as our joint experience goes, the result of our investigations is that in women under 40 years of age, primary cancer of the body was only found in one case out of 177, or about 0 5 per cent., and that the disease was pre-menopausal in only two cases, or 1 3 per cent.
These conclusions are incompatible with those arrived at in the two recent publications to which we have referred. For this reason we have thought it of importance to investigate the statistics contained in these two publications.
Report on Cancer of the Uterus issued by the Ministry of Health, 1927. We have hesitated to criticize the statistics of others, especially statistics which have involved so much -time, labour and expense as those in this report, but we must frankly state that we regard the figures dealing with the age incidence as completely misleading. When we compare the statistics in the report with our own we find a great difference. In the former we find that out of a total of 427 cases the disease is stated to have occurred in five patients under 30 years of age, as compared with none in our tables, and in thirty-three cases under 40, as compared with 1 in our tables, or 7 * 7 per cent. as compared with 0 * 5 per cent.
If statistics are to be of any value it is essential that those who collect them should carefully scrutinize the individual cases and the source from which they are obtained. A mere compilation of figures, without such scrutiny, is of no value. Considering the doubt as to whether carcinoma of the body of the uterus ever occurs in young women, one would have expected that all those who have recorded such cases would have told us something of their clinical histories and would have reported fully on the specimens obtained. In the references contained in the report, which we have been able to look up, we can find no evidence of such steps having been taken. Thus, Jessett, Peterson and Meigs collectively contribute 147 cases, or about one third of the total number. Of these, seventeen cases, or 11-5 per cent., were under 40 years of age. Jessett (Brit. Gyn. Journ., 1899) gives a list of twenty-one operations for cancer of the body of the uterus. This is a bare record in tabular form, with no particulars, published over twenty-nine yearsago. In five the patients were aged under 40 (or about 23 8 per cent. of the twenty-one cases). Peterson's statistics (Surg. Gyn. Obst., 1919) are derived from various sources, namely, the University, the Hospital and Laboratory in Michigan, and were presumably furnished by various operators. He states that the diagnosis in many cases was made only from the microscopical examination of scrapings. No details are given. He reports ten cases of patients, aged under 40, out of a total of ninety-four, or 10 * 6 per cent. We have been unable to obtain the original contribution of Meig's, but there is a summary of his article in the Journal of the iMedical Association, October, 1922. In this there are no details, but he states that cancer of the body is more common in general practice than cancer of the cervix-a statement that is so much at variance with the opinion of practically all other authorities that we are unable to accept his figures. He reports two cases of ages under 40, out of a total of thirty-two, or 6 * 5 per cent.
It seems strange that some important and easily accessible communications by British authorities should have been omitted-for instance, the figures given by Wilson (Eden and Lockyer's "System of Gynecology," 1917), and by Mrs. Garrett Anderson and Miss Platt (Journ. of Obst. & Gyn. Brit. Emp., 1908) are not included. The first named records fifty-six cases with none under 45, and the two latter thirty-five cases with none under 40. But on the other hand we have Leopold (five cases) and Busse (three cases) from Germany, Cholmogoroff (two cases) from Austria, and Lauwers from France. The last named records twelve cases, with three, or 25 per cent., under 40.
In consideration of these facts, is it surprising that we should regard the conclusions arrived at in the report as of little or no value? Mr. Palmer is free from the reproach of not having investigated the individual cases in patients under 40 and he gives notes of the five cases of this kind which are included in the figures of the London Hospital, but these notes appear to us not only to be incomplete but also to convey doubt as to the diagnosis. Thus, in Case I, the patient was an unmarried woman, aged 19, who had a mucous polypus-projecting from the cervical canal. This was removed flush with the endometrium. No other operation was performed and therehad been no recurrence in five and ahalf years. The belief in the malignancy of the growth was basedonly on microscopical evidence (It solid trabecular tubal polygonal-celled carcinoma"). It ishard to believe that a mere prolongation of the endometrium (which constitutes a polypus) could be removed " flush with the endometrium " without leaving malignant elements behind. The fact that there was no recurrence of the growth within five and a half years after such a minor operation is, to us, the strongest clinical evidence that the growth was innocent. In Case II the patient was aged 31, the diagnosis was made from scrapings, and on laparotomy, hysterectomy was found to be impossible owing to fixation of the uterus. Fixation is such an unusual complication in the ordinary type of cancer of the body of the uterus that one suspects that the growth involved the upper portion of the cervix and may have originated there. In Case III the patient was aged 33, the diagnosis was made from scrapings and the-uterus was removed. No account is given of the appearance of the uterus and the patient has not been traced. Cases IV and V occurred in patients aged 39, and it is possible that in both the disease was post-menopausal. The uterus was removed in each case, but no account is given of specimens.
We should like to emphasize the fact that the 177 cases in our table have all been under the supervision of one or other of us, and we have not included cases drawn from other sources.
Sources of Possible Fallacy. In reviewing our cases we have had to reject a certain number, as it seemed to us that these were not genuine cases of primary cancer of the body of the uterus, or that the nature of the disease was open to grave doubt.
(1) Sarcoma.-While sarcoma is included under the heading of malignant disease, it cannot be classified as cancer or carcinoma. Sarcoma is not governed by any laws; it may occur in any organ and at any age from early childhood. There is no distinction drawn in the report we have referred to and it is possible that many of the cases in young people which were included by other observers as cancer were -really cases of sarcoma.
(2) Cancer of Cervical Origin spreading into the Uterine Body.-We have noted that in one case which was reported as cancer of the body of the uterus in a patient aged 35, the origin was probably in the upper part of the cervical canal. We had several specimens in older women in which the malignant growth involved the deeper tissues of the uterus from midway in the cervical canal to midway in the body of the uterus and these seemed to be all primarily cervical in origin.
(3) Diagnosis Solely from Microscopic Examination of Scrapings.-It is our opinion that unless substantial masses of growth have been removed or the microscopic findings confirmed by examination of the whole uterus after removal or by subsequent clinical history, the case must be regarded as doubtful. The diagnosis of malignancy is often made from small scrapings of endometrium by a pathologist who knows nothing of the clinical history and who has not a very extensive experience in uterine pathology.
We have been informed by eminent pathologists that it is a matter of extreme difficulty to give a definite opinion on isolated fragments of tissue from the uterus, and some of those whose opinions may be regarded as most valuable refuse to commit themselves. There is also always the possibility that the fragments have come from the upper part of the cervical canal and not from the uterine cavity. It is true that many observers bave pinned their faith to this single test and in America it seems to be regarded by some as infallible. Peterson is one of these. In explaining the way in which his table of cases was compiled, he states "Many cases admitted from University and private clinics were undoubtedly uterine cancer, the diagnosis being so easily made by the appearance of the growth that no tissue was sent to the pathologist for confirmatory diagnosis. In many cases the subsequent death of the patient was recorded in notes leaving absolutely no doubt as to the correctness of the clinical diagnosis." And yet:-"It was thought best not to include such cases in the list to be analysed."
A microscopic examination of a mere fragment of tissue was apparently regarded as a better test than a typical naked-eye specimen of an advanced growth, even when the disease advanced to a fatal issue.
In 1924 Norris reported 116 cases of cancer of the body of the uterus and in many of these the microscope was the decisive factor (Amer. Journ. Obst. and Gyn., 1924). Fifteen of the patients, or 13 per cent., were under 40 years of age. He remarks that " accuracy in histological diagnosis is possible in nearly 100 per cent. of the cases," and later, that "occasionally doubtful histological pictures will be interpreted with difficulty by even the most experienced pathologists," and he seems to see no discrepancy between these statements. A little doubt as to the accuracy of histological diagnosis may be aroused by his statement that "a number of cures of carcinoma by curettage are on record, and may undoubtedly occur." Scattered through gynaecological literature in America and Europe are many cases in which the diagnosis of cancer of the body of the uterus has been made only from a microscopic examination of minute fragments obtained from the uteri of women between 20 and 40 years of age.
Uterine Fibroids and Cancer of the Body of the Uterus.-In the course of our investigations we have found that these two conditions have co-existed in a number of cases. There is no doubt that the existence of fibroids in the uterus may delay the onset of the menopause. Fibroids associated with malignant growths mav be divided into two classes:
(1) Those in which the malignant growth has been found in the substance of the uterus, and (2) those in which there is a definite glandular cancer, originating in the endometrium. In the former class the growth is probably sarcomatous, as the relation between fibroid tumours and sarcoma is well established. In the latter class the association may be a mere coincidence, but there is one striking circumstance which we have observed, and which has been mentioned by other writers. In no less than three cases of the five, between 40 and 44 years of age, we found fibroids of the uterus and glandular cancer of the body. This seems to suggest that there may be a causal relationship between the two conditions. Cancer of the Body and the Menopause.-In discussing the possible fallacies we have so far been dealing with age incidence alone, but this in itself gives us no information as to whether the disease began before or after the menopause. It is quite possible for the retrogressive changes of the menopause to begin under the age of 40, and instances at the age of 37 are not very uncommon. In these cases the woman is sexually older than her years. In our tables there were two patients, aged respectively 41 and 42, who had symptoms of an early menopause. General Conclusions. It may seem to some that we have gone to considerable trouble over a question of comparatively little importance. Our inquiry has been undertaken for two reasons. We believe, as we have already stated, that cancer of the body of the uterus differs from most other forms of cancer in that it almost invariably attacks an organ in which retrogressive changes have begun or are well established. It may be that this peculiarity may be of help in the investigation of the disease. Our second reason is concerned with the teaching of gyniecology. There is no doubt that the two statistical publications we have referred to will have a widespread influence. The figures will find their way into text-books written for students and practitioners and will, as is the custom, be repeated in later text-books. The students and practitioners will have their attention directed to cases which are hardly ever found. All of us who have acted as examiners know how ready the student is to fasten on rare and exceptional cases. With a view to these examinations the text-books include everything, but the student does not see things in the proper perspective, and every fact seems of equal importance. He cannot see the shape of the wood because of the trees. It is better, in our view, that each clinical picture should be clear cut, that the essential characters of ninety-nine cases in 100 should be emphasized, even if the hundredth case should be omitted. If this were the general method we should have fewer tragedies caused by the failure to recognize a few simple features. For practical purposes it is essential that every practitioner should realize that uterine bleeding after the menopause, if it does not come from the cervix or a cervical polypus, indicates cancer of the body of the uterus in the majority of cases.
Discu8sion.-Dr. ARTHUR GEMMELL: Thanks to the courtesy of all my colleagues at the Hospital for Women, Liverpool, I have been able to go over the case sheets and pathological reports of all the cases at that hospital during the last ten years. There is a total of seventy-three cases. The age incidence of these cases is as follows: 
1.3
We regard carcinoma of the body definitely as a post-menopausal disease unless it is present as a complication of fibroids which may themselves postpone the menopause. In this connexion it is interesting to note that of the fourteen patients between the ages of 40 and 50 the carcinoma of the body was associated with fibroids on four occasions, and two other patients had come to the menopause three years or more before there were symptoms of the carcinoma.
The two patients between the ages of 35 and 40 call for some comment. One, aged 39, had had her ovaries removed and thus an artificial menopause produced eleven months before the onset of symptoms referable to the carcinoma.
In the case of the other patient, aged 37, the diagnosis of carcinoma corporis has only been accepted after much consideration of the clinical and pathological aspects of the case. She had had a daily brown discharge for four or five months, with copious menstruation lasting fourtgen days. A diagnostic curettage was performed and copious debris removed.
Professor Glynn reported these as strongly suggestive of adeno-carcinoma. On this report a total hysterectomy was carried out. On opening the uterus, which was thick walled, there was seen on the anterior wall an irregular, moderately firm but friable growth, roughly triangular in shape with its base at the fundus and its apex almost reaching the cervix. Sections through this growth appear to show an adeno-carcinoma as evidenced by the invasion of the uterine muscle, the heaping up of the epithelium in places, and traces of a round-celled deposit.
Dr. ARTHUR GILES said that the subject of cancer of the body of the uterus was one in which he had long been interested; and at the present time he was engaged in tracirig the late results of hysterectomy for this condition. In view of the present paper he had looked up the age-incidence in his own cases, with the following result:- These results corresponded closely with those given in the paper, since the patients of between the ages of 51 and 60 formed exactly 50 per cent. of the total, and those between 61 and 70 formed over 26 per cent. There were four patients under 40 years of age; but one of those had also carcinoma in the upper part of the cervical canal. He had himself always regarded cancer of the body of the uterus as essentially a post-climacteric disease, and was surprised to find in his list as many as four patients under 40. The association of fibroids with this condition was very interesting: but in view of the wide prevalence Qf fibroids it was not surprising to find the combination. There could, of course, be no question of a carcinomatous degeneration of fibroids, but the presence of these tumours might well act as a predisposing cause; and it would be found that when cancer of the body of the uterus was present before the menopause, in a certain number of the cases there would also be fibroids.
The view developed in the paper, that carcinoma of the body was a disease associated with retrogressive changes, received support from the consideration of the incidence in nullipara. This was in marked contrast to carcinoma of the cervix which occurred essentially in damaged tissues. The result was that cervical cancer was very rare in unmarried women; but in his series of cases of cancer of the body, eighteen, or 24 per cent., were in unm-iarried women, and about an equal number of the married women were nulliparEe.
With regard to the reliance to be placed on histological diagnosis, be appreciated the great help derived from the pathologist; but pathological findings were not so unerring as to lessen the importance of clinical evidence. Where the two were not in agreement he would be disposed to be guiided by the clinical evidence when deciding on treatment.
Dr. F. J. MCCANN said that he was in general agreement with the conclusions reached by the authors of the paper, but desired to know if they had excluded the possibility of some of their cases being examples of cancer beginning in the cervix and extending upwards to the body of the uterus. It was difficult (in some instances impossible) to be certain whether the disease had extended upwards from the cervix or downwards from the body. When preparing his book on "Cancer of the Womb," he collected some statistics on the age incidence, and found that the greatest number was between 45 and 55 years, the average age being 53.
Uterine cancer and uterine fibroids were common diseases, hence their existence in the same uterus was not rare, but the more frequent combination of cancer of the corpus with fibroids suggested a causal relationship. It was more often the smaller variety of fibroids which was associated with corpus carcinoma, and, in all probability, the changes in the endometrium, so frequently found in association with fibroid growths, predisposed to cancerous invasion.
Professor PHILLIPS (Sheffield) communicated his statistics which are as follows:- the treatment of Cancer of the Uterus at the Samaritan Free Hospital was concerned, the statistics were not absolutely accurate, owing to incomplete notetaking during the war period. In this Report, 207 cases of cancer of the body, occurring between 1901 and 1920, were analysed, and in 5 -79 per cent. of these the patients were under 40 years of age.
This was possibly an excessive proportion, but he would plead for massed British statistics, which he thought might be collected by this Section.
Professor FLETCHER SHAW (in reply) said that the paper was not intended to cover the whole subject of carcinoma of the body of the uterus, but only that of the age incidence, and was really a plea for the definite teaching that carcinoma of the uterine body only occurred after forty years of age, or, alternatively, after the menopause changes had commenced. The further cases quoted by Dr. Gemmell and Professor Phillips substantiated this statement.
Altogether, in the paper and discussion, over 300 cases had been tabulated, and of these only three had occurred before the age of 40, and of these three cases one had occurred a year after the artificial menopause, in another there was grave doubt whether the growth had not begun in the cervix, so that there was only one, a case of Dr. Gemmell's, out of 300, which showed definite carcinoma of the body before the age of 40, or before the menopause had begun. This fact emphasized the great rarity of the disease before this age and warranted the dogmatic teaching that the disease only began after the onset of the inenopausal change.
The paper probably gave the impression of an attack upon microscopical examination. This was far from being the authors' intention, but in cases of malignant disease the microscopical slides were far from definite, and in these cases the clinical findings were of much greater value than those of the microscope. If, in a case of post-menopausal bleeding, thick pieces of friable material were removed this was a much greater indication of carcinonma than the microscopical report. He had had such a case only this week. A woman. aged 62 years, had had a little bleeding which he thought was due to a caruncle, but, when cauterizing the caruncle he took the opportunity of curetting the uterus and removed somne, large pieces of friable material. The microscopical report stated it was not definitely malignalnt, but, acting on the clinical findings, he had performed a panhysterectomy and had found the uterus filled with a friable malignant growth.
All cases of bleeding after the menopause must be considered as cases of malignant disease of the cervix or body of the uterus, until some other cause was demonstrated, and, if curetting was done in such a case, the removal of thick friable material was a definite sign of malignant disease, no matter what the pathological report might be. ABSTRACT.-(1) In a series of hospital cases treated for eclampsia and albumllinuria there was found to be a recurrence of toxemia or non-toxaemic interruption of pregnancy (abortion, acccidental hbemorrhage, etc.) in succeeding gestations in over 50 per cent.
(2) There is no evidence that this tendency to recurrence is directly or indirectly dependent upon any persisting renal defect. Chronic nephritis is found in only a small proportion of cases and there is evidence that this is the result of the toxiemia.
(3) In view of the large risk of recurrence the need for antenatal supervision from an early stage in the event of a subsequent pregnancy should be clearly explained to the patient.
(4) Toxeemia in two or more pregnancies is an indication for the prevention of any further pregnancy.
IT is in some ways remarkable that, despite the close study which the clinical features of the toxtmias of late pregnancy have received, we should now be discovering, not only that there are still some fields left for us to explore, but that some of our teaching on the basic clinical facts has proved to be incomplete and in some ways actually unsound. Take, for example, eclampsia. It has been almost a commonplace in our teaching that a woman who has suffered from this condition is little likely to suffer in any similar way in her next pregnancies. A study of such cases proves this to be incorrect. At the British Congress of Obstetrics and Gyneecology in 1927 I showed that in forty-seven consecutive cases of eclampsia in parous women admitted to the Edinburgh Royal Maternity Hospital eclampsia had occurred six times in a previous pregnancy and albuminuria nine times. This gave a total recurrence figure of 31 9 per cent. Adding to this six cases in which there had been abortion, accidental hemorrhage, premature or stillbirth without toxoemia in the previous gestations, we obtained a total recurrence of abnormality of 44*7 per cent.
Dr. Jessie C. B. Sym has since carried out a similar investigation of the subsequent obstetric history of the surviving cases of eclampsia treated in the hospital from 1919 to 1926, and in a total of sixty-seven cases wbich were traced she found that forty-two patients had become pregnant again, with a total of sixty completed gestations. In three of these eclampsia had developed for the second time, with a fatal result in one case, whilst in fifteen of the other pregnancies "albuminuria " had occurred, giving a total of eighteen out of sixty subsequent pregnancies which were toxemic, i.e., 30 per cent. Adding to these six more, in which abortion, etc., took place, we obtain twenty-four abnormal pregnancies out of a total of sixty, i.e., 40 per cent., a figure which emphasizes the risk which is run by an eclamptic patient should she become pregnant again.
A similarly sinister record is revealed wben the "albuminuria " cases are studied.
In the paper to which I have already referred I recorded a recurrence of toxEemia,
